COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

OBILIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

POJIHABUP, 400 mr, TabnaeTku, MOKPHITHIC TIICHOUYHON 000JI0YKOH.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB

JleficTByroO1IIE€€E BELIECTBO: pAITETPaBUP.

Kaxnas Tabnerka, MoKpbITast IIIEHOUHOM 000mouKkoit, comepxut 400 Mr panrterpaBupa (B BUjae
pajiTerpaBupa Kajaus).

BcnomorarenbHble BeleCTBa, HAJMYME KOTOPBIX HAJ0 YUYHUTBHIBATH B COCTABE JICKAPCTBEHHOI'O
npemnapara: Jakto3a (cMm. pasuensi 4.3, 4.4).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Tabnerku, NOKPHIThIE MIICHOYHOH 000I0UKOM.
TabneTku OBaNbHBIE, TBOSIKOBBIMYKIIbIC, TOKPHITHIE INICHOYHOH 000J10YK0i po3oBoro mseta. Ha

MOTIEPEYHOM pa3pe3e AIpo OEI0ro UM MOYTH OEeNoro IBeTa, C CEPbIMU BKPAIJICHUSMU.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

[Tpennapat POJIHABUP noka3zan k npumenenuo juis gedeHuss BUU-1 undexnuu B komOMHaIUN
C APYTMMH aHTUPETPOBUPYCHBIMHU IIpENapaTaMu y B3pOCIBIX, IIOJPOCTKOB U JETEH, HAUMHas C 6
JEeT U C Maccod Tejma HE MeHee 25 KI, KaK paHee MOJy4aBIIMX, TaK M HE IOJy4YaBUIMX

aHTHpeTpoBUpycHyto Tepamnuto (APBT).

4.2. PexxuMm 103MpPOBaHNs U CNIOCO0 NPUMEHEHUS

Jleuenne npenapatom POJIHABUP nomkeH npoBoauTh Bpad, 00JAQAAOIIUN JOCTATOYHBIM
onbiToM Tepanuu BUY-undexuu.

Jleuenue npenapatom POJIHABUP npoBoasT B KoMOMHALIUU € APYTUMU aHTUPETPOBUPYCHBIMU
npenaparamu.

Pexxum go3upoBaHus

Bspocnvie

Pexomennyemas no3a npemapara POJIHABUP ans B3pocneix: 400 mr aBa pasa B CyTKH.
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Oco0Bble IpVIIILI MAIKEHTOB

Tayuenmuwr noocunozo eospacma
Koppekiust 10361 y HOXKUIIBIX MTAIUEHTOB HE TpedyeTcs.
Tayuenmoi ¢ napywenuem ¢hynkyuu novex
Koppekiust 10361 y TallMEHTOB C HapyIIeHueM (QyHKIMH MOYeK He TpeOyeTcs.
Ilayuenmel ¢ napywienuem @ynKyuu nevenu
Koppekuust 10361 y NAlMEHTOB ¢ HapylleHueM (DYHKIMM IEYeHH JIETKOW U CpeaHel cTeneHu
TSDKECTH He TpedyeTcs. be3omacHoCTb M 3P PEKTUBHOCTD pajTerpaBupa y NallMEHTOB C TAXKEIIbIMU
COITyTCTBYIOIIMMH 3a00JIEBaHUSIMHM TI€YEHH HE YCTaHOBJIEHBIL. TakuMm oOpa3om, mpemapar
POJIHABUP cnenyer npuMeHSATh C OCTOPOKHOCTHbIO Y HAIMEHTOB C TSDKEJIOW IMEYEHOYHOMU
HEIOCTaTOYHOCTRIO (CM. pasaensl 4.4 u 5.2).

eTH
Pexomennyemast no3a npenapata POJIHABUP netsim ¢ 6 net u ¢ maccoii Tena He MeHee 25 Kr:
400 mr 1Ba pa3a B CyTKH.
[Tpenapat He ciieayeT NpUMEHATh Yy JeTell B Bo3pacTe 70 6 JIeT U ¢ Maccoi Tena MeHee 25 Kr (B
CBSI3U C HEBO3MOYKHOCTBIO 00ECIICUUTh PEXKUM JO3UPOBAHUS).
Ecnu nmanueHTsl AETCKOrO BO3pacTa UCIBITHIBAIOT TPYJHOCTU IPU IMPOIJIaThIBAHUM TaOJIETOK,
MOKPBITBIX MJIEHOUYHOM 000J04YKOM, CIeAyeT pacCMOTPETh BO3MOYKHOCTD ITPUEMA paliTerpaBupa B
JIEKapCTBEHHOU (popme TabJIeTKH jKeBaTeIIbHBIC.

Crooco0 rmpuMeHeHus

Buytps. Tabnerku npenapara POJIHABUP nenb3s keBath, KpOLIUTh, pa3inaMbiBath. [Ipenapar

MPUMCHACTCA BHC 3aBUCUMOCTH OT IIpUEMa IMHUIIHN.

4.3. IlpoTuBONOKA3aHNUSA
— I'unepyyBCTBUTENBHOCTh K palTErpaBUpPy WIM K JTIOOOMY M3 BCIIOMOTAaTENbHBIX BEIIECTB,

MEepPEYMCIICHHBIX B pazjene 6.1

Hetckuii Bo3pact 110 6 JeT
— Macca tena go 25 xr

— Ilepuon nmakramuu (cM. paznen 4.6)

HpenapaT COACPIKUT JIAKTO3Y, IOITOMY IMaDUCHTaM C pCAKO BCTpC‘-IaIOIJ_[CI\/'ICH HacJeICTBEHHOM
HCIICPCHOCUMOCTBIO TaJIaKTO3BbI, ,Z[C(I)I/II_II/ITOM JIaKTa3hbl nonapeﬁ WM TJII0KO30-TaJlaKTO3HOM

MajbaObcopOIuel He CieyeT MPUHNUMATh 3TOT IIpernapar
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4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH

CJICI[VCT C OCTOPOXKHOCTBIO HA3HAYATh IIpfrapar B CJICAYIONHNX CIyYdaiax:

— Muonarus u pabgomMuonus (B TOM 4HCI€ B aHAMHE3€), HAIUYME COCTOSIHUH M (haKTOpOB,
IIPEAPACIIONATAIOIINX K UX PA3BUTHIO

— IledyeHOUYHAs HEAOCTATOYHOCTD TSKEIION CTEIIEHU

— OJHOBpEeMEHHOE  NpPUMEHEHME C  MOLIHBIMH  MHJIYKTOpaMu  ypuauHaugocdar-
rimokyponuntpanchepassi-1A1 (YAD-I'T1A1) (pudammuimn)

— OpHOBpEeMEHHOE IPUMEHEHHUE C aHTAlUIAMU, COAEPIKAIUMU AIFOMUHNAN WIA MarHui

— [lanumenTtam c nenpeccuelt WM MCUXUATPUYECKUMH 3a00JI€BaHUSMU B aHAMHE3€

— Tloxwunoi Bo3pacT (BBUIY OrpaHUYEHHOW HH(POPMAIMU O MPUMEHEHUH palITErpaBHpa Y
MalKMeHTOB cTapiie 65 JeT)

Oco0ble yKa3zauus

[TarueHTOB cienyeT MHPOPMHUPOBATH O TOM, YTO COBPEMEHHBIE aHTUPETPOBUPYCHBIE MPErapaThl
He n3neunBaoT BUY-undexuuio u He npenoTspamaT nepenaay BUY npyrum moasm ¢ KpoBbIO
WIA TP TIOJIOBBIX KOHTakTax. XOTs JI0Ka3aHo, 4YTO0 J(PQPEKTUBHOE TMOJABICHUE BHUpYyca
AHTUPETPOBUPYCHON Tepanmuell CYIMIECTBEHHO CHW)KACT PHUCK Tepenayd WH(EKIMH ITOJIOBBIM
IyTEM, OCTAaTOYHBIM PUCK HMCKIKOYaTh Henb3s. Bo Bpems neudenust npenaparom POJIHABUP
MAIUEHTHI JOJKHBI POIOJIKATH COOJII0IaTh COOTBETCTBYIONINE MEPbI 0€30MaCHOCTH.

Taxoke marueHTsl JOHKHBI OBITH MPOUH(MOPMUPOBAHBI O TOM, UTO Y HUX BCE €III€ MOTYT Pa3BUThCS
WH(EKIMM WK JApyTHe COCTOSIHUS, pacmnpocTpaHeHHbie cpenu BUY-unbunmnpoBaHHbIX
NalMeHToB (oNMmopTyHUCTHYeckre MHGekiun). Bo Bpems tepamnuu npenaparom POJIHABUP
OUEHb BaYKHO OCTABAThCS MO/ HAOIIOIEHUEM Bpaya.

PanrerpaBup nMeeT OTHOCUTEIHHO HU3KUN T€HETUUYECKU Oapbep K Pa3BUTHIO PE3UCTEHTHOCTH,
MOATOMY JiJIi TOBBIMICHUS] A(OPEKTUBHOCTU JICUEHUS W CHUKEHHUS PHUCKA Pa3BUTHUS
pesuctenTHocTH K mipenapatry POJIHABUP neoOxonuMo HazHayaTh Ipenapar B KOMOWMHAIIUU C
JBYMsl IPYTMMH aKTUBHBIMU aHTUPETPOBUPYCHBIMU CPEACTBAMM, €CIIM 3TO BO3MOXKHO.

BaxxnHo 0OBSCHUTH MalueHTaM HEOOXOIMMOCTh M3YyUUTh MHCTPYKIMIO MO MPUMEHEHHUIO Tepes
HavasoM Tepanuu npenapatom POJIHABUP u nepeunthiBaTh €€ Kax/blil pa3 Mpu MOJy4YEeHUH
odepeHOro perenTa oT Bpava. [lanneHTs! JoKHBI OBITh TPOUH(POPMUPOBAHBI O HEOOXOIUMOCTH
co00IIaTh Bpady O MOSBICHHHM KaKUX-JTUOO HEOOBIYHBIX CUMITOMOB, JHOO COXpPAaHEHHH WIIU
YXYAIIEHUH JTI000TO U3BECTHOTO CUMIITOMA.

Cunopom eoccmanognenus uMmyHumema

Ha nauvanbHbix 3Tanax koMmOunupoBaHHOoM APBT y BUY-unduuupoBaHHBIX MalMEHTOB C
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TSDKETIBIM UMMYHOJIC(HUIIUTOM MOXKET Pa3BHTHCSA TaK Ha3bIBAEMBbIH CHHIPOM BOCCTaHOBJICHUS
MMMYHMTETA, TO €CThb BOCHAJIUTENIbHASI PEAKIMS HA OECCUMITOMHO TEKYIIUE WM OCTATOYHBIE
ONIMOPTYHUCTHYECKHE UHDEKIINH (LIUTOMETATIOBUPYCHBII PETUHUT, THEBMOIIMCTHAS THEBMOHUS,
BbI3BaHHass Pneumocystis jirovecii, qucceMHHHpPOBAaHHBIE WM OYaroBble MHKOOAKTEpHAIIbHBIC
UHPEKIMH U JAp.). DTO MOXET CIOCOOCTBOBATh YXYALICHHIO KIMHHUYECKOTO COCTOSIHUA W
YCUJICHHIO UMEIOMUXCS CUMNTOMOB. OOBIYHO Takasi peakiusi MOXKET HaOII0JaThbCs B TEpBbIC
HEJeNu WM MecCSlbl Tocje Havajla KOMOMHUpPOBaHHOW Tepamnuu. JIroOble BocnaiuTeabHbIC
CUMITOMBI JIOJKHBI OBITH OLICHEHBI U ITPH HEOOXOIMMOCTH Ha3HAYEHO JICUCHUE.

[Tpu pa3BUTHH CHHIpPOMa BOCCTAHOBIICHHSI UMMYHUTETa OBUIM OMMCAHBI TAKUE ayTOMMMYHHBIE
paccrpoiicTBa, kak basemoBa Oone3np. Tem He MeHee pa3BUTHE TAKUX HApPYIICHHA MOXKET
HaOII0IaTHCS Yepe3 MHOTO MECSIIEB MOCIe Hauaa JICYeHHUS.

Ocmeornekpos

HecMmotpst Ha TO, 4TO 3THOJIOTUS JAHHOTO OCJIOKHEHHUS CUMTAETCS MHOTO(PaKTOPHOU (BKItOuas
TEPANUI0 KOPTHKOCTEPOHIAMH, YIIOTPEOICHHE AIKOTOMS, TSHKEIBIH MMMYHOJIC(QHIINT, BHICOKHNA
WHJCKC MacChl TeJa), OMUCAHBI CIyYyau pa3BUTHS OCTEOHEKPO3a, OCOOCHHO Ha MO3IHUX CTaIUAX
BUY-undexnun w/unum npu udteabHoM mpueme komOmHupoBaHHOW APBT. Ilanumentam, y
KOTOPBIX TOSBHJIMCH TAaKUE CUMIITOMBI, Kak 00JIb B CyCTaBaX, CKOBAaHHOCTh HJIM OTPaHUYCHUE
MOJIBU’KHOCTH, HY’KHA CPOYHasi KOHCYJIbTAIUs CIIELUAIUCTA.

Taoicenvie peakyuu co CMopoHbl KOJACU U PEaKyuu cunepyyscmeumenbHoCmu

[TomyyeHbl pgaHHBIE O TsOKENbIX (MOTEHUMANbHO IKM3HEYTPOXKAlOIMX) U  (aTanbHbIX
HEXENATeNbHbIX PEAKIHUAX CO CTOPOHBI KOXKHM y NAlMEHTOB, MPUHUMABIIUX PAJITErPABUP B
cocTaBe KOMOMHMpPOBaHHOW  Tepamuu €  JIPYIMMH  JIEKapCTBEHHBIMH  CpEJICTBaMH,
ACCOLMHUPYIOIUMUCS C ATUMH HEXENaTeIbHbIMU PEAKIUSAMH, TAKUMHU Kak cuHApoM CTuBeHca-
JIKOHCOHa M TOKCHYECKHMM »IujepMaibHblil Hekpoiu3. Takke coOOIANoch O peakLusx
TUIIEPYYBCTBUTEIBLHOCTH, KOTOPBIE IPOSBISINCH B BUJIE CHIIIM F€HEPAIN30BAHHOIO XapakTepa, u
MHOTJ]a OpraHHOW JUC(YHKIINH, BKJIIOYasi NEYEHOUYHYIO HEA0CTAaTOYHOCTh. ClielyeT HEMEIJIEHHO
npekpatuth npumeHenue npenapara POJIHABUP u apyrux nmpenapaTtoB, NpeAnoaoKUTEIbHO
CHOCOOHBIX BBI3BATH TaKUE PEAKIUH, €CJIM MOSBUINCH NMPU3HAKU WM CHMIITOMBI TSDKENBIX
peaKIMii CO CTOPOHBI KOXKH MM PEaKIK TUIEePUyBCTBUTEIBHOCTH (BKIIIOYAs TSHKETYIO KOXKHYIO
CBITIb WJIM CBIMb, COMPOBOXKIAIONIYIOCS JIMXOPAJKOM, 00IIee HeIOMOTaHHe, Cl1aboCcTh, O0IH B
MBIIIIAX WJIA CyCTaBaX, MOSBIECHUE BOJIAbIpEH Ha KOXE, MOBPEXKACHHUS B POTOBOM MOJIOCTH,
KOHBIOHKTUBUT, OTEK JIMIA, TeNaTuT, 303MHO(WINIO, AHTMOHEBPOTHYECKUH OTEK, HO He

OrpaHU4MBasiAChb TOJIBKO I/IMI/I) B stux CIyvasx HCO6XO,Z[I/IMO MOHUTOPHUPOBATH KIUNHAYECKUN
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CTaTyC, BKIIIOYasi aKTUBHOCTh «IIEUEHOYHBIX» aMHHOTpaHc(epas, 1 Ha4aTb COOTBETCTBYIOLIYIO
tepanuio. HecBoeBpemenHoe npekpamienue tepanuu npenaparom POJIHABUP win apyrumun
JICKapCTBEHHBIMU CPEACTBAMM, ACCOLMHUPYIOIIMMUCA C 3THMH HEXEJIATCIBHBIMU PEaKLUAMH,
IIOCJIE TIOSABJICHUS TSDKEJION CHIITM MOYKET IPUBECTH K KU3HEYTPOXKAIOLIUM PEaKLIUSAM.
Muonamus u paboomuonus

Coob1manocs 0 pa3BUTUM MUOMATUH U pabaomuonu3a. Cienyer cobaroaaTh OCTOPOKHOCTD TIPH
Ha3HAuYEHUHM Mpernapara naueHTaM ¢ MUONaTHed U paOJOMUOIM30M B aHAMHE3€ WIN C KAKMMHU-
1100 (axTopaMu, MpeapacnoiaralolliMy K UX Pa3BUTHIO, B YACTHOCTHU, IIPU COIYTCTBYIOLIECH
TEpanuy MpernaparaMmu, CIOCOOHBIMU BBI3BATh 3TH HEXEJIAaTEIbHbIC PEaKIIUH.

Hapywenue ¢ynkyuu neuenu

bezonacHocTh M 3¢ (eKTUBHOCTh pajiTErpaBupa y MalUEHTOB C TSHKEIBIMH COIMYTCTBYIOIIMMU
3a00JIeBaHUsAMU [I€YEHU He ycTaHOBJeHbl. CienyeT coOuo1aTh OCTOPOKHOCTh IPU Ha3HAYEHUU
npenapata POJIHABUP nauuenTtam ¢ TskenbIMU HapyIIEHUIMU (QYHKIUU [IEUEHU.

Y ManueHTOB C CYIIECTBYIONICH AWCQYHKIMEH TICUEHH, BKIIFOYAs XPOHWYCCKUU TeMaTHT,
HOBBIIIAETCS YaCcTOTa HapylIeHUH (QyHKIUMU NeyeHu Ha GpoHe komOuHupoBaHHoi APBT, u onun
MIOJJIEKaT MOHUTOPUHTY B COOTBETCTBUM CO CTaHAAPTHOW NMpakTUKOM. [Ipu nosiBieHnn y Takux
NAIMEeHTOB MPU3HAKOB yXY/IICHUS 3a00JE€BaHUs MEYCHU JOJKEH OBITH PACCMOTPEH BOIPOC O
IIPEPBIBAHUN WJIY ITPEKPAILCHUY JICYCHUS.

[TaruenTs! ¢ xpoHndeckuM renatutoMm B minn C, Taxxke nonydaroniue komOuHuposannyo APBT,
BXOAT B TPYIIY pHUCKA PA3BUTUS TSDKEIBIX M IMOTEHUMAIBbHO (DaTalbHBIX HEXeIaTelbHbIX
ABJICHUM CO CTOPOHBI IIEYEHU.

Kooicnas coine

VY nanuenToB, panee noaydaBuinx APBT, npu npumeHeHuM panterpaBupa OJHOBPEMEHHO C
JTApyHAaBUPOM KOXHasl ChIIIb HAOIIOAAETCs Yallle, 4YeM y MaIlMeHTOB, IPUMEHSIOIUX IpenapaTsl
10 OT/AeNbHOCTH (cM. pa3zaen 4.8).

enpeccus

Jenpeccus, BKiIto4as CyuliManbHble e U TIOBEeHUE, HabJI01anach B OCHOBHOM Y MAllUEHTOB
C Jempeccueil WIM TCUXHATpPUYECKMMHU 3a0oseBaHUsIMH B aHamHe3e. Creayer coOiroaaTh
OCTOpOXXHOCTh Tpu HazHadeHuHn npenapata POJIHABUP mnaumentam c penpeccuedl wim
MICUXUATPUUECKUMHU 3a00JIEBaHUSMHU B aHAMHE3€.

OoHospemenHoe npumenenue ¢ Opy2uMu 1eKapCmeeHHbMU CPeoCmeamu

Anmayudol

OIIHOBpeMeHHOC MNPUMCHCHUC paJITCTpaBHpa € aHTalludaMH, COACPIKAIIUMU ATIIOMUHUM MU
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MarHui, NpUBOJNUT K CHM)KEHHMIO KOHLIEHTPALMU paJTErpaBupa B IJ1a3Me KPOBU; B CBA3HU C 3TUM
OJTHOBPEMEHHOE IIPUMEHEHHUE ITUX MPEnapaToB He pekoMeHayercs (cM. pasnen 4.5).
Pugpavmnuyun

Crnenyer co0uo1aTb OCTOPOXKHOCTb IIPU Ha3HAUEHUH PalTErpaBUpa OJHOBPEMEHHO C MOLHBIMU
unaykropamu Y/JID-I'T1A1, Takumu kak pudaMnuiys. PuaMnunma cHIDKaeT KOHIEHTPAITUIO
panTerpaBupa B Iula3Me; BiIMsHUE Ha 3(QeKTUBHOCTH panTerpaBupa HeusBecTHO. llpum
HEOO0XOMMOCTH IPOBEIECHUS] KOMOMHUPOBAHHON Tepanuu puUpaMIMLUHOM U palITErpaBUPOM
J103a paJITerpaBupa J0JkKHa ObITh yBEJIMYEHA B 2 pa3a y B3pOCIbIX NalueHToB. HeT qaHHbIX 11
BO3MO>XHOCTH KOPPEKTUPOBKH /103 MIPENapaTOB IIPU OJHOBPEMEHHOM IIPUMEHEHUH paITErpaBupa
u pudamMnuIrHa y mandeHToB muaame 18 et (eMm. pasaen 4.5).

BcnomorarensHbIe BEIECTBA

[Tockonbky npenapar POJIHABUP copepuT nakTo3y, MalMEHTaM C PEIKO BCTpedarolencs
HACJICJICTBEHHON HETePEHOCHUMOCTBIO TaJlaKTO3bl, IE(PHUIIUTOM JIAKTa3bl JONApE MM TIIFOK030-

raJaKTO3HOM MaababCcopOIMelt He ClieyeT MPUHUMATD 3TOT Mpernapar.

4.5. B3auMmopneiicTBHe ¢ JPYIrHMH JIEKAPCTBEHHBIMH MpenapaTaMH H JApyrue BH/bI
B3aMMO/ el CTBUA

B wuccnemoBanmsx in Vitro ObUTO MOKa3aHO, YTO pajiTErpaBHp HE SBISETCS CyOCTpaTOM
nzopepMeHTOB cuctembl muroxpoma P450, me murmobmpyer CYPLlA2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 unu CYP3A u e unrudupyer Y A®-riarokypoHunrpanchepasst
Al u 2B7. Kpome storo, in vitro panrterpaBup He uuayuupyer CYP3A4 u He sBusiercs
UHTUOUTOPOM P-TIMKOMPOTEHH-0MOCPEIOBAaHHOTO TpaHcopTa. Ha OCHOBaHMM ATHX JaHHBIX
MOYKHO CJIeNIaTh BBIBOJ, YTO PalTEerpaBUp HE BIHSAET Ha (apMaKOKHHETHYECKHE ITapameTphl
JIEKapCTBEHHBIX CPEJACTB, KOTOpBIE SBIAIOTCA CyOCTpaTaMH YyKa3aHHBIX (DEPMEHTOB WU
P-rauxonpoTenHa.

Kak mokazanmu wuccienoBanus iN Vitr0 u in VIVO, painTerpaBUp BBIBOJAMTCS B OCHOBHOM
mocpeicTBOM MeTabosin3ma (raokyponupoBanus) mo Y ID-I'T1Al-onocpeioBaHHOMY MyTH.

B ¢apmakokuHeTnke panrerpaBupa HaONoJanach 3HaYMMask UHTEP- ¥ UHTPAWHAWBUIYaIbHAS
U3MEHYHBOCTb.

Bansane pajaTerpaBupa Ha d)aDMaKOKI/IHCTI/IKV APYTUuX JECKAPCTBECHHBIX CPECACTB

B HUCCICOOBAHUAX IO U3YUYCHHUIO JICKAPCTBCHHOT'O BSaHMOHeﬁCTBHﬂ PpaAITErpaBUp HE OKa3bIBaJl
KIIMHHUYCCKH 3HAYMMOI'O BJIMAHUA Ha (bapMaKOKI/IHCTI/IKy OTpaBUPHUHA, MapaBUPOKa, TCHO(bOBI/Ipa

AU30IIPOKCHUIIa (byMapaTa, TOPMOHAJIBHBIX KOHTpPALCITUBOB, MCTAAOHA, MHUJAA30JlaMa H
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OortenpeBupa.

B HEKOTOPBIX UCCIIEN0BAHMAX IIPU OJJHOBPEMEHHOM IIPUMEHEHUN palITErpaBupa ¢ JapyHaBUPOM
HaOJIFOIaJIOCh HE3HAYMTENBHOE CHIDKECHHE KOHIICHTPAIlMM JapyHaBUpa B IUIa3ME KPOBH.
MexaHu3M JaHHOTO SIBIICHHMS HEHM3BECTEH. TeM He MeHee BIUSHHE palTerpaBupa Ha
KOHIICHTPAUIO JapyHaBypa B IJIa3MC KPOBH HC CHUTACTCS KIMHUYCCKHU 3HAYNMbIM.

Biusaue APYTUX JJICKAPpCTBECHHBIX CPCACTB HaA d)aDMaKOKI/IHCTI/IKV pajaTerpaBupa

Crnenyer co0a0AaTh OCTOPOKHOCTD IPU OJTHOBPEMEHHOM IPUMEHEHUH Ipenapara ¢ MOIIHbIMU
uaaykropamu  YJ®D-I'T1A1 (manpumep, pudamMmouimHoOM), YYUTBIBAas, YTO pajTErPaBHP
MeTabomm3upyercss B OCHOBHOM mocpeactBoM YJID-I'T1Al. Pudamnumue cHUXaer
KOHIICHTPAllMM pajlTerpaBUpa B IUIa3Me KpoBH. BrusHue Ha 3(QQPEKTHBHOCTH payTerpaBHpa
HEU3BECTHO. TeM He MeHee ecClii OJHOBPEMEHHOI'0 NPUMEHEHHUs C pU(aMIUIMHOM H30eXKaTh
HEBO3MOKHO, MOXHO YyJIBOWTbH 03y IIpenapara y B3pociblX. /[aHHBIE 110 OJHOBPEMEHHOMY
IPUMEHEHUIO pajTerpaBupa M pudaMIuiyHa y MalMEeHTOB Miajame 18 JeT OTCyTCTBYIOT.
BnusHre apyrux MONIHBIX WHAYKTOPOB HM30(EPMEHTOB, METAO0OIM3HPYIONINX JIEKAPCTBEHHBIC
CpencTBa, Takue Kak peHuTouH u henobapoburan, Ha cucremy Y 1D-I'T1A1 neussectHo. Menee
MOIIHbIE HMHIYKTOpbl (Hampumep, >(aBUpeH3, HEBUPANUH, OSTPAaBUPHUH, pupadyTHH,
[JIFOKOKOPTUKOCTEPOUIbI, 3BEPOOON NPOABIPSIBICHHBIN, MUOIIUTa30H) MOTYT HMPUMEHSTHCS C
panTerpaBUpoM B pEKOMEHI0BaHHOI J103€.

OnHOBpeMEHHOE TPUMEHEHUE palTerpaBupa ¢ CHIbHbIMM uHruOutopamu YJO-I'T1A1
(HampuMep, aTa3aHaBUPOM) MOXET MOBBICUTh KOHLIEHTPALMIO paliTerpaBHpa B IUIa3Me KPOBH.
Menee cunbHble UHrUOMTOPH! Y JID-I'T1A1 (Hanpumep, UHAMHABUDP U CAKBUHABUP) TAaKXKE MOTYT
MOBBICUTH KOHIIEHTPALIMIO pAJITErpaBUpa B IJIa3Me KPOBU, HO B MEHBLIEH CTENEHU 10 CPaBHEHUIO
c arazaHaBupoM. Kpome ToOro, TeHodoBHpa AM3ONPOKCHIA (pyMaparT MOXKET MOBBICUTH
KOHLEHTPALMIO paJITerpaBupa B IUIa3M€ KPOBHU, OJJHAKO MEXAHU3M JTOTO BIIMSHUS HEU3BECTEH.
[Tpopune OGe3omacHOCTH, HaOMIOAAaEeMbI Yy NAIMEHTOB, MOJYYaBIIUX aTa3aHABUp W/MIU
TeHo(hoBUpa TU30MPOKCHiIa (hyMapar, B IIEJIOM UJIEHTUYEH PO U0 0€30MaCHOCTH Y MAIIMEHTOB,
KOTOpBIE HE IPUHUMAIH JaHHBIE IIPENapaThl, I0ATOMY KOPPEKIUs 103bI HE TpeOyeTcs.
OnHOBpeMEHHOE IPUMEHEHHUE paITerpaBupa ¢ aHTalUAaMH, COACPKAIIMMU OMBaJIEHTHbIE HOHBI
METaJUIOB, MOKET CHMXaTh aOCOPOIMIO payiTerpaBupa IyTeM XeJaTHPOBAaHUS, YTO MPHUBOAMUT K
CHI)KEHMIO KOHIIGHTpallMM pajTerpaBupa B Iula3Me KpoBU. Tak Kak MpueM aHTallHJIoB,
CoZIepXKalIX aTIOMUHHUM WM MAarHui, yepe3 6 4acoB MOcCie MpHUeMa palTerpaBupa NpuBOIUT K
3HAUUTENIBHOMY CHIKEHUIO KOHIIEHTPAlMM palTerpaBHpa B IUIa3ME KPOBH, OJHOBPEMEHHOE

MPUMCHCHUC pAJITCTpaBUpa U aHTAIUI0B, COACPKAIIUX AIFOMUHUN U MaFHHf/'I, HC PCKOMCHAYCTCA.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

OnHOBpeMEHHOE MPUMEHEHUE paliTerpaBupa ¢ aHTallUIaMu, COJEpKAIIMMUA KapOoHAT KaJbIus,
CHIKAeT KOHUEHTPALMIO PAJITErpaBUpa B IIa3ME KPOBH, OJHAKO JAHHOE B3aUMOJCHCTBHE HE
paccMaTpuBaeTcs Kak KIMHUYECKM 3HadyuMoe. BcieacTtBue 3TOro mnpu  OJHOBPEMEHHOM
MPUMEHEHUU paJITerpaBUpa ¢ aHTAI[UJAaMHU, COACPKAIUMU KapOOHAT KalbLIMsl, KOPPEKIUS O3B
He TpeOyercs.

OnHOBpEeMEHHOE TPUMEHEHHE paiTerpaBupa C JPYTUMH JIEKAPCTBEHHBIMHU CPEACTBAMHU,
noBplmaronmMu pH JxkemynouHoro coka (Hampumep, OMenpaszoid Wiu (aMOTHUIUH), MOMKET
MOBBICUTH CKOPOCTh a0COpOIUH paliTerpaBupa U, COOTBETCTBEHHO, KOHIICHTPAIIUIO pajITerpaBupa
B IUIa3Me KpOBU. B KIMHMYECKOM HCCIEIOBaHUU Npo(uiab Oe30MacHOCTH B MOATPYIIE
MAIMEHTOB, IPUHUMABIITUX WHTUOUTOPHI IIPOTOHHOTO HAcOCa MM 0J10KaTopbl Ho-rucTaMHHOBBIX
perenTopoB, ObUI COMOCTaBUM ¢ MpoduieM Oe30macHOCTH B MOATPYINE MAlMeHTOB, HE
MPUHUMABIINX JAaHHbIE JeKapcTBEeHHbIE cpeacTBa. Koppekuus no3sl npenapata POJIHABUP ue
TpeOyeTcsi TpH OJHOBPEMEHHOM IPUMEHCHHH C WHTHOMTOpPAMH TPOTOHHOTO HAcoca WIIN
Osiokatopamu Ho-rucTaMHMHOBBIX PELIETITOPOB.

Bce wuccnenoBaHusi B3aMMOJEHCTBUSI JIEKAPCTBEHHBIX CPEACTB IMPOBOAMWINCH € Y4YacTUEM
B3POCJIbIX NALUEHTOB.

Tabmuna 1. Jlanaeie o (papMaKOKHHETHYECKOMY B3aUMOJICHCTBUIO JICKAPCTBEHHBIX CPEACTB Y
B3pOCJIbIX TALIUEHTOB

JlekapcTBeHHOe cpeacTBO ¢ B3ammoneiicTBue (MexaHU3M, Pexomenpauuu mno
Y4Y€TOM TepaneBTHYeCKOH €CJIM U3BECTEH) KOpPPEKIUH pexuma
00J1acTH NPUMeEHEeHH s A03MPOBAHUSA

AHTHPETPOBUPYCHBIC JIEKAPCTBEHHBIE MPEenapaThbl
\Hnzudoumopor npomeasot (HII)

aTa3aHaBUP/pPUTOHABUD panterpasup AUCT 41 % Koppekuust 10361 panrerpaBupal
(panterpasup 400 mr panterpaBup Ci2qT 77 % He TpeOyercsl.
2 pasza B CyTKH) panrerpaBup CmaxT 24 %

(uarubupoBanue YD-I'T1AT)
TUIPaHABUP/PUTOHABUP panrerpaBup AUC| 24 % Koppekuus 10361 panTerpaBupa
(panterpasup 400 mr panterpaBup Cizq| 55 % He TpeOyercs.
2 pas3a B CyTKH) panterpaBup Cmax| 18 %

(uanykius YD-I'TIA1)
\Henykneozuonwvie unzuébumopul oopamnoii mpanckpunmaszot (HHHUOT)

h(haBupeH3 panrerpaBup AUC| 36 % Koppekuust 70351 panTerpaBupa
(panTerpaBup 400 mr panrterpaBup Cizq] 21 % He TpeOyeTcs.
1 pa3 B CyTKH) panrerpaBup Cmax| 36 %

(uanykius YD-I'TIA1)




ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

HTPaBUPUH
(panterpasup 400 mr 2 pasa
B CyTKH)

panrerpasup AUC| 10 %
panrerpasup Cizq] 34 %

panrerpaBup Cmax] 11 %
(maaykmus YIAD-T'TIAL)

hrpaBupud AUCT 10 %
srpaBupuH CioqT 17 %
TpaBupuH CmaxT 4 %

Koppekuust 103 panrterpaBupa
WM STpaBUpPUHA HE TpeOyeTcs.

Hykneo3uonwie unzudumoput oopammuoit mpanckpunmaszol (HUOT)

TeHO(OBHpA TU30MPOKCHIIA
dbymapar

(panTerpaBup 400 mMr

2 pa3a B CyTKH)

panrerpaBup AUCT 49 %
panterpaBup Ciz2aT 3 %
panterpaBup Cmax] 64 %
(MeXaHU3M B3aUMOJICHCTBHSI
HEH3BECTEH)

teHooBup AUC| 10 %
TeHo(oBUp C244) 13 %
TeHO(HOBUP Cmax| 23 %

Koppekuust 103 panrerpaBupa
WJTH TEHO(OBUPA TU30MPOKCHIIY
(dbymaparta He TpeOyeTcs.

Anmazonucmul xemokunoegwvix peyenmopoe CCRS

MapaBUPOK
(panTerpaBup 400 mMr
2 pa3a B CyTKH)

panrerpaBup AUC| 37 %
panrterpaBup Ciaq] 28 %
panterpaBup Cmax] 33 %
(MeXaHH3M B3aUMO/ICHCTBHSI
HEU3BECTEH)

mapaBupok AUC| 14 %
MapaBHpoK Ci2q) 10 %

MapaBUPOK Cmax| 21 %

Koppekuust 103 panrerpaBupa)
VI MapaBUpPOKa He Tpebyercs.

JlexapcTBeHHbIE penapaTsl NIPOTUB BHpyca renatuta C

\Hnzuoumopul npomeasol NS3/4A eupyca cenamuma C

OolenpeBup panterpaBup AUCT 4 % Koppekuusi 103 panrterpaBupa)
(panrerpasup 400 mr panrterpaBup Cizq] 25 % VI OorenpeBupa HE
1 pa3 B cyTKH) panterpaBup CmaxT 11 % TpedyeTcs.

(MeXaHN3M B3aUMOICHCTBHS

HEU3BECTEH)
IIpoTrnBOMHKPOOHBIE NpenapaThl
IIpomueomyobepKyne3nvie npenapanol
pubaMIuuH panterpasup AUC| 40 % Pudamnunyx CHUKAET
(panrerpasup 400 mr panterpaBup Ciz2q| 61 % KOHIICHTPALUIO PaJITErpaBupa B

1 pa3 B cyTKH)

panterpaBup Cmax| 38 %
(manykuus YAD-I'T1ATL)

riazme Ecmn
KOMOMHHPOBAHHOW TEpamuu C
pubaMIUIITHOM n30exarh

KpOBH.

HEBO3MOXKHO, HEOOXOIUMO
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 01.11.2024 N= 24157
(NMOCNEOOBATENEHOCTE 0002)

[paccMOTpeTh BO3MOYXHOCTh
YBCIIMUCHUA 03Bl
panTerpaBupa B 2 pasa.

CenaTuBHbBIE IPpENapaThI

MU/1a30J1aM
(panTerpaBup 400 mr
2 pa3a B CyTKH)

muazoiaam AUC| 8 % Koppekuust 103 panrterpaBupa
MuazonaM CmaxT 3 % WM Muja3ojiaMa He TpedyeTcs.
[Tomy4yeHHbIE JTaHHBIE

YKa3plBalOT HAa  TO,  4YTO
panTerpaBup  HE  SBIISETCS]
WHIYKTOPOM HJIM UHTHOUTOPOM|
CYP3A4 u yto panrerpaBup He
BIMSET Ha (HapMAKOKUHETHKY]

JIeKapCTBEHHBIX CPEIICTB,
SIBJISTFOILIAX CST cyOcTparamu
CYP3AA4.
AHTaI MBI (coaep:Kalye KATHOHBI MEeTAJLJIOB)
AHTalNIbI, COAEPKALLNE OnHOBpPEMEHHO € AHTauabl, coJiepaKallme
QITIOMUHUNA WA MarHUi panTerpaBupoM QTIOMUHUN W MarHuw,
(panterpasup 400 mr panterpasup AUC| 49 % CHUKAIOT KOHLICHTPaLUIO
2 pa3a B CyTKH) panterpaBup Cizq] 63 % panterpaBupa B Ijla3Me KpOBH.
panterpaBup Cmax| 44 % OQHOBpEMEHHOE IPUMEHEHUE
panTerpaBupa U aHTAIlUJIOB,
3a 2 yaca 10 npuemMa coJiepKallluX aJIOMUHUNA WIH
panrerpasupa MarHuii, He peKOMEHI0BaHO.

panterpasup AUC| 51 %
panterpaBup Ci2q| 56 %
panterpaBup Cmax| 51 %

Uepes 2 vaca mociie npruema
panTerpaBupa

panterpaBup AUC| 30 %
panrerpaBup Ciaq] 57 %
panterpaBup Cmax] 22 %

3a 6 yacoB 210 puema
panTerpaBupa
panterpasup AUC| 13 %
panterpasup Ci2q| 50 %
panterpaBup Cmax| 10 %

Uepes 6 yacos nocie npuema
panTerpasupa

anrerpasup AUC| 11 %
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

panterpasup Cioq| 49 %
panterpaBup Cmax| 10 %
(xemaTupoBaHUE KaTHOHAMU
METAJLJIOB)

AHTaIUIBI, COEPIKAIINE
KaJbIUsl KapOoHAT
(panTerpaBup 400 mMr

2 pa3a B CyTKH)

panterpaBup AUC| 55 %
panterpaBup Cioq| 32 %
panterpaBup Cmax| 52 %
(xemaTupoBaHUE KATHOHAMU

METaJLJIOB)

Koppekuus 10361 paliTerpaBupa
He TpeOyercs.

BJIOKaT()pLI H2-ructaMHMHOBBIX peuenTopoB u I/IHI‘I/Iﬁl/ITOPBI IMMPOTOHHOI'0O HAcocCa

OMEIpa3o
(panTerpaBup 400 mr
2 pa3a B CyTKH)

panrerpaBup AUCT 37 %
panrerpaBup CiaqT 24 %
panterpaBup CmaxT 51 %
(yBeIMueHHUEe PaCTBOPUMOCTH)

Koppekmust 10361 pajiTerpaBupa
He TpeOyeTcs.

dbamoTHINH
(panTerpaBup 400 mMr
2 pa3a B CyTKH)

panterpaBup AUCT 44 %
panrerpaBup CiaqT 6 %
panterpaBup CmaxT 60 %
(yBeJIMueHHEe PaCTBOPUMOCTH)

Koppekuus 103bl panterpaBupa
He TpeOyeTcsi.

rOpMOHaJILHbIe KOHTpauenTuBbI

STUHWICTPAIUOI bruamwncTpamguonl AUC| 2%  [Koppekumsi 103 panTerpaBupa]

HOPAJITeCTPOMUH STUHIIIACTPAIUON CmaxT 6 % I TOPMOHAJIBHBIX|

(panTerpaBup 400 mr Hopanrectpomud AUC?T 14 %  [KOHTpamenTuBoB (acTporen

2 pa3a B CyTKH) HOpAArecTpoMuH Cmax? 29 % [u/mnu
[porecTareHCoIepKalinux) He
Tpedyercs.

OnuouaHble aHAJBIETHKH
METa0H

(panterpasup 400 mr

2 pa3a B CyTKH)

Mmeragod AUC—
MeTagoH Cmax<—>

Koppekuus 103 panTerpaBupa
WM METaJl0OHa HE TpeOyeTcs.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTH U JIAKTALUSA

bepemeHHOCTD

Bosnbiioe Komu4ecTBO JaHHBIX O OEPEeMEHHBIX >KEHIIMHAX, MPUHUMABIIUX paJITErpaBUp B 103€
400 mr 1Ba pa3a B CyTKU B TeueHue nepBoro TpuMmectpa (6osee 1000 npeanonaraeMpix HCX010B
OepeMeHHOCTH ), yKa3bIBAET Ha OTCYTCTBUE MaIb(OpMallMOHHON TOKcHYHOCTH. MccnenoBanus Ha
YKUBOTHBIX ITOKa3aJI PENPOTYKTUBHYIO TOKCUYHOCTb.

YMepeHHOe KOJTMYECTBO JaHHBIX O OEPEMEHHBIX JKEHIIMHAX, IPUHUMABIIUX PAITErPaBUp B J103€
400 Mr naBa pa3a B CyTKHM BO BTOPOM W/WJIM TPEThEM TpUMecTpe (MEXIy IMpearnojaracMbIMH
ucxonamu OepemenHoctu 300-1000), yka3piBaeT Ha OTCYTCTBHE MOBBIIIEHHOIO pHCKa
dbero/HeoHATAITPHONW TOKCUYHOCTH.

Panrerpasup B n1o3e 400 Mr nBa pasa B CyTKH MOKHO MPHUMEHSATH BO BpeMsi O€peMEHHOCTH, €CITU

9TO HCO6XO,Z[I/IMO 1O KIIMHUYCCKUM ITOKa3aHUsAM.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

Pezaucmp npumenenuss anmupemposupycrou mepanuu 60 pems bepemeHHoCmu

C 15110 MOHUTOPUHTIA KIIMHUYECKUX UCXOA0B Y MAaTEPH U TUIO/A IPU IPUMEHEHNUH paJITerpaBupa
BO BpeMs OepeMEeHHOCTH Obl1  co34aH  MeXIyHapoJHBIH  PErucTp  NPUMEHEHUs
AHTUPETPOBUPYCHOW TEpanmuu BO BpeMsi OepeMEeHHOCTH. Bpauam peKkoMeHIyeTcsi BHOCUTh
UHPOPMALIMIO O TMAUUEHTaXx B O3TOT PEruCTp C TOMOIIBIO BJCKTPOHHOH  MOYTHI
SM_APR@APRegistry.com.

Kak npaBuiio, npy DpUHATHH pelieHns 00 UCIOIb30BAHUN aHTUPETPOBUPYCHBIX IpenapaToB A
neuennss BUY-undexknmn y GepeMEeHHBIX KCHIIWH W, CIEJOBATENIbHO, JUISI CHIDKEHHS pHUCKa
BepTUKaNbHOU nepenaun BIUY HOBOpOKIEHHBIM, AJIs1 OLIEHKH O€30MacCHOCTH JUIsl TUI0/AA CIEAYET
YUUTBIBAaTh JAHHBIE, MOJIYYEHHbIE Yy >KMBOTHBIX, a TaKXXe KJIMHUYECKUN OIBIT OepeMEeHHbIX
JKEHILHH.

Jlakranus

PanrerpaBup/ero MeTa®oyMTHI BBLACISIOTCS C TPYAHBIM MOJOKOM B TaKOH CTENEHH, YTO
BO3/CHCTBUE HAa HOBOPOXKJECHHBIX/MJIA/IEHIEB, HAaXOMSIIUXCA Ha TPYJHOM BCKapMJIMBAaHMUHU,
BepossTHO. [lo umeromumcst JTaHHBIM 1O (apMaKOAWHAMHUKE/TOKCUKOJIOTUN Y JKMBOTHBIX,
panTerpaBup/ero MeTaboINThI IKCKPETUPYIOTCS B TPYIHOE MOJIOKO.

Puck 1111 HOBOPOKICHHBIX/AETEH TPyAHOTO BO3pACTa HCKIIIOYUTH HENb3sI.

PanrrerpaBup He cieayer UCIOJIB30BaTh B IEPUOJ IPYAHOTO BCKapminBaHud. Kak npasuino, BUY-
UHOQUIMPOBAHHBIM MaTepsiM HE PEKOMEHIyeTcsl TpyAHOe BCKapMJIMBAaHHE BO H30exkaHUe
nepenaun BUY nersm.

DdepTUabHOCTD

VY cam110B U CaMOK KpBbIC pajITerpaBup He BIMsUI Ha (PEPTHUIIBHOCTH B 103ax A0 600 Mr/kr/cyT, npu
KOTOPBIX JKCIO3ULUA B 3 pa3a IpeBbIlIaia TAKOBYIO y YEJIOBEKA IPU IPUMEHEHHUH NIpernapara B

PEKOMEHYEMOM J03€.

4.7. BausiHde Ha CNOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHM CPeACTBAMU M PadoTaTh C
MeXaHu3MaMu

HccrnenoBanusl MO HM3yYEHUIO BIMSHUS HAa CHOCOOHOCTh K YIPAaBICHHUIO TPAHCIOPTHBIMHU
CpeICTBaMU U CTIOJIb30BAaHUIO MEXAHW3MOB HE TTPOBOIMIINCH. Y YUTHIBAasi BO3MOXKHOCTh Pa3BUTHS
Ha ¢one nedyeHus mnpernapatom POJIHABUP romnoBokpyxeHus, ciiabOCTH, COHJIMBOCTH U
HEYETKOCTH 3pPEHUS, KOTOPhIE MOTYT BIHUATh HA yKa3aHHBIE CIIOCOOHOCTU, HYKHO TPOSBISTH

0CO0YI0 OCTOPOXKHOCTD MPH YIPABIEHUU aBTOMOOUIIEM B pabOTe C MEXaHU3MaMHU.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

4.8. HexenarejbHbIe peaKnuu

Pesrome npoduiist 6e3onacHocT

[Tpodwmie Ge3omacHOCTH pajiTerpaBUpa OCHOBAH Ha pe3yibTaTaX OOOOLIEHHBIX IaHHBIX I10
0€30I1aCHOCTH, MTOJYYEHHBIX B X0/ KIMHUYECKUX MCCIEJOBAHUMN C yJacTHEM NallUeHTOB, paHee
nosydaBmux APBT, u nanuenros, panee He nonyuasmux APBT.

B oObenuHeHHOM aHamm3e pe3yNbTaToB KIWHUYECKuX wuccienoBanuit APBT y B3pocibix
NAIUEHTOB, paHee nonydasmux APBT, yacTora oTMeHBl Tepanuu 1o NpUYNHE HEKENATEIbHBIX
peakuui coctaBwia 3,9 % B Ipynne NAnUEHTOB, IPUHUMABLIIMX PANTETpaBUp U
ONTUMHU3HPOBAaHHYIO jAononHuTenbHyto Tepanuio (OAT), u 4,6 % B Tpynmne mNaiueHTos,
npuHuMaBIuXx mianedo u OJ[T. YacTora OTMEHBI TEpany 0 NPUYMHE HEXKENATEIbHBIX PEAKIUI
y B3pOCIBIX MMALIMEHTOB, paHee He nosydasmux APBT, cocraBuia 5,0 % B rpynne nanueHTos,
IPUHUMABILUX PAJITErPaBUpP OJHOBPEMEHHO C SMTPULUTAOMHOM U TEHO(GOBHpA JHU30IPOKCHIIA
¢ymaparom, u 10,0 % B rpynme mNanUeHTOB, NMPHUHAMABIIMX OJIHOBPEMEHHO J(aBHpEH3,
OIMTPHUIMTAOMH U TeHO(OBUpA AU30NPOKCHIIA hyMapar.

HanOonee yacTbIMU HEXeNaTEIbHBIMU PEAKIMSIMU BO BpeMs JieUeHHUs ObUIM TIOJOBHas OO0Ib,
TOLIHOTA U 00JIb B )kKBOTE. Hanbonee yacTbIMM Cephe3HBIMU HEXeENATeIbHBIMU PEAKIIUAMU ObLIH
CUHAPOM BOCCTaHOBJICHUSI MMMYHHUTETAa M Cbillb. B KIMHHYECKUX HCCIEIOBAaHUSAX YacTOTa
Clly4aeB OTMEHBI paJITerpaBrupa BCJIEICTBUE HEXKENaTebHBIX peakuil cocTaBmiia 5 % uin MeHee.

TabnmuHoe PE3I0OME HEXKENATCIILHBIX PeaKIINl

Huxe mpencraBneHbl JaHHBIE O HEXENATENbHBIX SBICHUSX, HAOMIOJABIINXCA B KIMHUYECKHX
MCCJICIOBAHMSIX, C PA3IIMYHONM CTEMEHBI0 BEPOSITHOCTH CBSI3aHHBIX C PAITErpPaBUPOM HWIIH €ro
KoMOuHanuel ¢ npyroit APBT.

HexenarenpHple peakiMd MPHUBEACHBI M0 CHCTEMHO-OPTaHHBIM KJIACCaM B COOTBETCTBUU CO
CIIeyIOIIel YacTOTOM BOBHUKHOBEHUS: 04eHb yacTo (> 1/10), wacto (> 1/100, Ho < 1/10), HewacTo
(> 1/1000, o < 1/100), peaxo (> 1/10000, o < 1/1000), ouens peaxo (< 1/10000), uactoTa

HCHU3BCCTHA (Ha OCHOBAHUH UMCHOIIMNXCA NJAaHHBIX OLICHHUTDH HGBOSMO)KHO).

CucremHo-oprannslii kiaace | Yacrora HeskenarenbHble peakuuu

Hnghexyuu u unsazuu HeuacTo | reHuTaabHBIN reprec, (hOoNTUKYIHUT,
FacTPO’HTEPUT, MPOCTOM TEPIHEC, TepreTHUYECKAs
WH(EKINsI, OMNOSCHIBAIOIINNA  JIUIIAW, TPHIIII,
abcuecc nmuMQoy3na, KOHTATHO3HBIA MOJUTIOCK,
Ha30(apuHTUT, HHPEKIMS BEPXHUX JIbIXaTeIbHBIX

yTen
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ot 01.11.2024 N= 24157
(NMOCNEOOBATENEHOCTE 0002)

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

CucreMHo-oprannbiii kjaace | Yacrora He:xesaTenbHble peakuuu

JlobpokauecmeenHnuie, Hewactro | mamumiomatos KOXu

3/10Ka4ecmeeHmble u

Heymo4HeHHble

HO8000pa308aHus  (8KaOYAA

KUCMbul U NOJIUNbL)

Hapywenus co cmoponws | Hewacto | anemus, xenezoaeuuTHasS aHemus,

Kposu u Jaumgpamuieckou 0ose3HeHHOCTh JIMM(OY3JI0B, JHUM(pageHonaTus,

cucmemul HEHTpOIeHus, TPOMOOIIUTOICHHUS

Hapywenus co cmoponu | Hewacto | cunapom BOCCTAHOBJICHHUS UMMYHHTETA,

UMMYHHOU cucmembl TUIEePYYBCTBUTEIBHOCTh K Tpenapary, peakiuu
THIIEPYyBCTBUTEIBHOCTH

Hapywenus memabonusma u | Yacro CHIDKEHHE alIeTuTa

numaHus Hewacto | kaxekcus, caxapHblii Jguaber, AMCTUINUAECMUS,
THIIEPXOJIECTEPHHEMHUS, THICPTIINKCMHUS,
TUICPINIHAIEMHUs, THrnepdarus, IOBBIIICHUE
anmneTuTa, MOMUAMIICHUS, HApyLICHHE >XUPOBOTO
oOMeHa

Icuxuyeckue napywenus Yacro HEOOBIYHBIE CHOBHUJCHUS, OECCOHHUIIA, HOYHBIC
KOIIIMapbl, HapyIIEHUE MOBEICHUS, eTIPECCUs

Hedacto | mcuxumyeckue  paccTpoOMCTBa,  CyMIMJAJIbHBIE

MOTBITKA, YYBCTBO  TPEBOTH,  CIYTAaHHOCTh
CO3HaHMs, MOJABIEHHOE HACTPOEHHE, OOJbIIOe
JEPECCUBHOE paccTpoiicTBO, OeccoHHUIIA
CepeliMHbl ~ HOYM, HW3MEHEHHMs  HacCTpPOEHUs,
MaHUYECKHe aTaKw, HapYIICHUS CHa,
CyWIUIaIbHbIE WJCH, CYWIUJATBHOE IOBEICHUE
(0cOOeHHO y TAIMEeHTOB C TICUXHATPUUYECKUMU
3a00JIeBaHUSMHU B aHAMHE3€)

Hapywenuss co cmoponu | Yacto TOJIOBOKpPY>KEHHUE, roJIOBHAs 007Ib,

HEpBHOLL cCuCmembl MICUXOMOTOPHAS THITEPPEAKTHBHOCTb

Hedacto | amHe3usi,  CHHIpPOM  3amsiCTHOTO  KaHaia,

KOTHUTHBHBIE paccTpoiicTBa, HaPYIICHUS
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ot 01.11.2024 N= 24157
(NMOCNEOOBATENEHOCTE 0002)

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

CucremHo-opransblii kjaacce | Yacrora HexenatenbHble peakuun
BHUMAaHHUS, IOCTyPAJIBbHOE  T'OJIOBOKDPYKCHHE,
JUCTEB3Usl, TUIIEPCOMHMSI, TUIIECTE3Us], JIETapIHus,
paccTpoiCTBO MaMsATH, MUTPEHb, TIEpU(epruIecKas
HeHpomaTus, MapecTe3u, COHINBOCTh, FOJIOBHAS
00JIb HAIPSDKEHMsI, TPEMOP, CHIKEHHE KauecTBa
CHa

Hapywenus co cmopons | Hewacto | CHUXKEHHE OCTPOTHI 3pEHUS

opeana 3peHus

Hapywenus co cmoponw | Hacto BEPTHUTO

opzama cuyxa u 1abupurma Hedacto | mrym B ymax

Hapywenus co cmoponul | Hewacto | onrymieHue cepaueOuenus, CHUHYCOBast

cepoya OpaauKapaus, KeIyA04KoBask SKCTPACUCTOIUS

Hapywenuss co cmoponv | Heqacto | «IpHUIMBBDY KPOBU K KOXE JIMLA C OLILYIIEHUEM

cocyoos xKapa, apTepualibHasi TUIIEPTEH3Us

Hapywenus co cmoponwl | Hewacto | nucoHus, HOCOBOE€ KPOBOTEUEHUE, 3aJI0)KEHHOCTh

ObIXamenvbHol cucmemol, HoOca

op2ano8 2pyOHOU KIemKu U

cpedocmenust

Kenyoouno-kuweunvie Yacro YyBCTBO pacHUpaHUsl B KUBOTE, OOJIb B KUBOTE,

Hapywerus nuapesi, METEOpPHU3M, TOIIHOTA, PBOTA, JUCIIETICHS

Hewacro | ractpurt, ourymienue quckoMm@opTa B )KUBOTE, 00JIb

B BEPXHUX OTJAENaxX HUBOTA, OOJE3HEHHOCTh B
o0nacT KHMBOTa, YYBCTBO JUCKOM(popra B
00J1aCTH 3aJIHEr0 MPOX0/a, 3a1op, CyXoCTh BO PTY,
OlLyIIEHHWEe JUCKOM$opTa B SIUracTpalbHON
o0jacTd, DSpO3UBHBIM  JYOAEHHUT, OTpPBIXKKA,
ractpos3odareaqbHblii  pequIlOKC,  TUHTHBMT,
TJIOCCUT, OOJIE3HEHHOCTh MpPH TJIOTAHUH, OCTPBIN
MAHKPEaTUT, TMENTUYECKas sI3Ba, pEKTaJIbHbIE
KpOBOTEUYEHUS

Hapywenus co cmoponw | Hedacto | remaTtur, cTe€aTo3 MEYEHU, AJKOTOJBHBIM renaTur,

nevyernu u Ofceﬂll€8b1800}lu4ux

NNCYCHOYHAasA HEAOCTATOYHOCTb
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ot 01.11.2024 N= 24157
(NMOCNEOOBATENEHOCTE 0002)

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

CucreMHo-oprannbiii kjaace | Yacrora He:xesaTenbHble peakuuu

nymeiui

Hapywenus co cmoponwsl | Yacto KOXHAsl ChIITb

KodIcU U hOOKOJICHbIX mKkaHreu | HeyacTo | akHe, alomnelus, yrpeBUIHAS ChIIlb, CYXOCTh KOXH,
spuTeMa, JMIoarpodus JMLA, TUIEPrHIPO3,
numnoaTpodusi, MPUOOPETEHHAs JUIIOAUCTPOdHS,
munoruneptTpodus, HouHasi HOTIAUBOCTb, IPYPHUTO,
3yl (JIOKalbHBIH M TeHEpaJIM30BAHHBIN),
MaxyJsipHas ChbIllb, MAaKYyJIOMAIyJIe3HAs! ~ CBHIIIb,
3yIsmias  Chillb, KpalWBHULA, KCEPOACPMHUS,
JIpyrue mopakeHus Koxwu, cuHapom CTuBeHca-
JI>kOHCOHA, JIeKapCTBEHHAs ChIIIb C S03UHO(UINEH
u cuctreMubivMu cumiitomamu (DRESS-cunmpom)

Hapywenus co cmoponws | Hewacto | aptpanrus, aptput, O0oib B cniuHe, 007b B OOKY,

MbILEYHOU, — CKellemHou U CKEJIeTHO-MbIlleyHass Oonb, muanrus, Ooib B

COeOUHUMENbHOU MKAHU 00JIacTH I1IeH, OCTEONeHHS, 00JIb B KOHEYHOCTSIX,
OCTEOIIOpPO3, TMOJMAPTPUT, TCHIUHUT, MHOMATHS,
padbaoMuoIu3

Hapywenusa co cmoponul | Hewacto | modeuyHas HE/I0CTaTOYHOCTb, HepuT,

no4YeK U  MO4esbl8OOAUUX HeppoInMTHA3,  HUKTYpUs,  KUCTa  IIOYKH,

nymeu HapylUIEHUE byHKIIH MOYEK,
TyOYJIOMHTEPCTULINAIBbHBIA HEPPUT

Hapywenus co cmoponsl | Hewacto | speKkTHIIbHAsS TuCHYHKITHS, TMHEKOMACTHS,

PEeNnpoOYKMuUEHOU cucmemvl u CHUMITTOMBI MEHOTIAy3bI

MOJIOUHBIX Jicenle3

Obwue napywenus u peakyuu | Hacro acTeHus, c1aboCTh, TUXOpaaKa

6 Mecme 66e0eHUs Hewacro | nuckomdopt B TIpyau, O03HOO, OTEK JIMIA,
yBEIIMYCHNE 00BeMa KUPOBOH TKAaHU, COCTOSIHHE
0eCroKONCTBa, HEIOMOTaHUE, MOJYETIOCTHOE
HOBOOOpa3oBaHue, nepupepuyeckre 0TeKku, 60b

Jlabopamopnvie u | Yacro TTOBBIIIICHUE aAKTUBHOCTH B TIa3Me

UHCMPpYMeHmMAlbHble oanHvie

anmannHamuHOTpaHcdepassl (AJIT),

acrapraramuHoTpancgepassl (ACT), nmnassl u
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 01.11.2024 N= 24157
(NMOCNEOOBATENEHOCTE 0002)

CI/ICTeMHO-OpFaHHLIﬁ kjJacce | Yacrora HexenareabHble peakuumn

aMHJIa3bl HOI[)KCJ'Iy,HO‘IHOﬁ JKCJIC3bI, ITOBBIIICHUC
KOHOCHTpAaIMU TPUITTMOCPUAOB MW KOJIHUYCCTBA

ATUIIMYHBIX J'II/IM(l)OI_II/ITOB

Hedacto | cHmkeHue aOCONIOTHOTO 4HCIa HEUTPO(UIOB
IUIa3MBl, TIOBBIIIEHHE AaKTUBHOCTH B IUIa3Me
IETOYHOM docdarassl, aMuJIa3kl,
KpeatnH(ocPOKNHA3BI, CHIKEHHE KOHIICHTPALUU
anp0yMuHa, MOBBIIIICHHUE KOHIICHTPALUU
OnnupyOrHa, X0JIeCTepHHA, KpeaTUHIHA, TIFOKO3bI
(B TOM umcne ompenenseMoil HaTOIIak), a3ora
MOYECBUHBI, XOJIeCTepUHA JHUITOTIPOTENHOB
BBICOKOM IUIOTHOCTH, XOJIECTEpUHA
JIMIIOTIPOTEUHOB HU3KOH IUIOTHOCTH, TOBBIIICHHE
3HAYEHHUS MEXIYHApOJHOTO HOPMAJIM30BAHHOTO
OTHOIICHHMSI, CHUKEHUE KOJIMYECTBA TPOMOOIIUTOB
Y JISHKOLIMTOB B KPOBH, HAIMYHE TIFOKO3BI B MOYE,
HaJIMYUE DSPHUTPOLMTOB B MOYE, YBEIHMUYCHUE
OKPYXHOCTH TaJIM{, YBEIWYCHUE WJIH CHIDKCHHE

MacCChI TCJ1a

Tpa6jl/lbl, UHmMoOKcukayuu u Heuacto HEMIpCAHaAMEPCHHAA NIEPCA03UPOBKaA

OCN0ACHEHUSI NPOYeOYD

Omnucanyre OTACNbHBIX HeXKENIaTSAbHBIX PEaKIIUN

3nokauecmeennvle H08000OPA306aHUS

B xo0/1e KIIMHUYECKUX MCCIIEIOBAHUH Y MAIIMEHTOB, paHee MOMyYaBIINX U paHee HE MOTyJaBIIHX
APBT, mHaOmomanuch ciy4ad pa3BUTHUS  3JIOKAYECTBEHHBIX  HOBOOOpa3oBaHUWil  mpu
UCIIOJIb30BAaHUN KOMOMWHAIIMK paiTerpaBUpa C JAPYTUMHU aHTUPETPOBHUPYCHBIMU CPEJICTBAMHU.
XapakTepHuCcTHKa ¥ 4aCTOTa 3JI0OKAYECTBEHHBIX HOBOOOPA30BaHUH COOTBETCTBOBAIH TAKOBBIM JIJISI
MAIUEHTOB C TSHKEIBIM HIMMYHOIe(DUIIUTOM. PUCK pa3BUTHS 3710Ka4eCTBEHHBIX HOBOOOPA30BaHUH
B KJIMHUYECKUX HCCIEOBAHMUSX OBLT OJMHAKOB KaK B TPYMIax MAlMEHTOB, MPUHUMABIINX
payTerpaBup, Tak U B Tpynmax NalieHToB, IPUHUMABIINX MpernapaTsl CPABHEHHUSL.

Muonamus u paboomuonus

vy ManucHTOB, IPHUHHUMABIIHUX  pajlTerpaBup, Ha6n}0)1anocr> IIOBBIICHHUE  AKTUBHOCTH
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

kpeatuHpochokunazel 2-4 creneHw. HaOnromamuch ciaydaw pa3BUTHS ~MHONATHU U
pabmomuonu3a. [larmenTam ¢ Muonatueit wim pabIOMHUOIU30M B aHAMHE3€, a TAKIKE UMEIOIIUM
npyrue (akTopsl pucka (BKIItOUYasi COMYyTCTBYIOIIYIO Teparuio), mpenapar clieyeT Ha3Havyarh C
OCTOPOKHOCTBIO.

Ocmeonexpos

Coo0maocs 0 ciy4asx pa3BUTHS OCTCOHEKPO3a, 0COOCHHO Y MAaIlMEHTOB C OOIIEeNPU3HAHHBIMU
dakTopamu pucka, mo3mHer craguedn BUY-3aboneBaHus WM JUIMTEIBLHBIM BO3ACHCTBHEM
koMOuHupoBanHoi APBT. YactoTa ero pa3BuTusi HEU3BECTHA.

Kooicnas coino

B xnuHuueckux McciaenoBaHUsAX y HalMEeHTOB, paHee noiydaBmnx APBT, koxHas cbinb, BHE
3aBHCHUMOCTH OT STHOJIOTHH, Yallle HaOJrojanack npu NpUMEHEHUH paliTerpaBupa 0JIHOBPEMEHHO
C JIapyHaBUPOM, YEM IIPU MPUMEHEHHUM JIaHHBIX IMPEnapaToB IO OTAEIbHOCTH. TeM He MeHee
4acTOTa Pa3BUTH KOXKHOM CHITIH, CBSI3aHHOM C TPUEMOM IIpenaparoB, ObljIa COMOCTaBUMa BO BCEX
Tpex rpymmax JiedeHus. KoxHas cbIlb ObLIa JIETKON ¥ YMEPEHHOM CTEIIEHU TSDKECTH M HE BIIHSUIA
Ha mnpopoibkeHue APBT. VYV nanuentoB, panee He mnonydaBmux APBT, npu neuenun
palTerpaBUpoM B KOMOWHALMKM C OHOMTPULUUTAOMHOM M TEHO()OBUPOM, pa3BUTHE CHINU
HAOJIIOIATIOCh PeXe, YeM MpH JieueHUW 3()aBHUpPEH30M B KOMOWHAIIMM C IMTPUIIUTAOMHOM W
TEHO(POBUPOM.

[Tpoune ocoOBIe MOMYIAIINNA

Tayuenmoi ¢ ko-ungexyueti cenamuma B u/unu cenamuma C
B nenom npoduis 6e30nacHOCTH panTerpaBupa y NallMeHTOB, KaK paHee MOJy4yaBIlnX, TaK U He
nosydyaBiux APBT, ko-uH(GUIIMPOBaHHBIX XPOHUUYECKUM (HO HE OCTPBIM) aKTUBHBIM r€NaTUTOM
B n/vmm renaturom C, 6b11 aHaorudeH npoguito 0€30MacHOCTH Y MallMeHTOB 0e3 Ko-uH(pEeKInu
renatuta B u/umn remaruta C, xoTsa yactora oTkiIoHeHHus aktuBHOcTel AJIT u ACT mHorma 6su1a
BBIIIIE B IpyMIax ¢ Ko-uH¢pekuueil renaruta B n/unu renatura C.

eTn
[To pe3ynpTaTamMm KIMHUYECKHX HCCIEAOBAaHUN MPUMEHEHUS palTerpaBupa B PEKOMEHIOBaHHBIX
J103aX B KOMOMHAIIMU C IPYTHMHU aHTHPETPOBUPYCHBIMH JIEKapCTBEHHBIMU cpesicTBamu y BUY-1
UHOHUIMPOBAHHBIX JeTell M MOAPOCTKOB OT 2 /10 18 jeT ObIJI0 YyCTaHOBIIEHO, YTO YacTOTa, THUI U
BBIPQXEHHOCTh HEXEJIaTelIbHBIX pPEaKIMi, CBs3aHHBIX C TMPUEMOM I[penapara, ObLIN
COIOCTaBUMBI C TAKOBBIMU Y B3POCIIBIX MMAIIUEHTOB.
Y ogHOro mamMeHTa HaONIOJAINCh CIEAYIOIIME CBSI3aHHBIE C TPHEMOM IIpernapara

HCKCJIATCIIbHBIC PCAKIUUN: TICUXOMOTOPHAA THIICPAKTHUBHOCTD 3 CTCIICHU, HAPYHICHUC ITOBCACHUA
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

u OeccoHHHUIA. Y JApyroro mnanueHTa HaAOMI0Jaach Cephe3Has HEXKeNaTrelabHas pPEeaKIus
2 CTENICHH — aJIJIEPTUYeCcKasi ChIIb.
Eme y omnoro mamuwenTta HaOmomanock nosbimeHne aktuBHOCTH ACT 4 crenmenu u AJIT 3

CTCIICHU, KOTOPOEC OBLIO PaCCHCHO KaK CEPHE3HOC.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxxno coo0mare 0 MOA03peBaeMbIX HEXKENATeNIbHBIX pPEaKIUsAX I[OClie pPerucTpanuu
JIEKapCTBEHHOTO Iperapara ¢ Helbl0 00eCIeYeHrs] HEPEPhIBHOIO MOHUTOPHUHTA COOTHOIICHHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeauiuHCKUM paOOTHUKAM DPEKOMEHIYeTCs
coo0mare O JIOOBIX MOJO3PEBACMBIX HEKENIATEIbHBIX PEAKIHIX JICKApPCTBEHHOTO Iperapara
yepe3 HAIMOHAIbHBIE CHUCTEMBbl COOOIICHHUS O HEXKEeNAaTeIbHBIX PEaKIUSAX TOCYJapCTB-UICHOB
EBpa3niickoro 5KOHOMHUYECKOr0 COK03a:

Poccuiickas ®@enepanus

®DenepanbHas ciryx0a 1o Haa30py B cepe 3ApaBOOXpaHCHHUS

Anpec: 109012, r. Mocksa, CiiaBsiHCKast IIIomiaab, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHON ceTH «IHTepHET»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CHMITOMBI

Crernuduyecknux CUMIITOMOB TIEPEIO3UPOBKHU PAIITErPABUPOM HE BBISBIICHO.

JleueHue

B cnydae mepemo3upoBKH HEOOXOIMMO CJE€IOBAaTh CTaHIAPTHBIM PEKOMEHIAIMSM, TaKUM Kak
yAaJICHWEe HEBCOCABIIETOCS IMpernapara M3 >KeTyJI0YHO-KUIIEYHOTO TpakTa, HaOII0JeHuEe 3a
MOKa3aTeJISIMU KU3HENeATeIbHOCTH, BKItouass DKI', Ha3HaueHHe CHMMITOMAaTUYECKON Teparuu.

JanubIx 00 3(h)(heKTUBHOCTH UANN3a IPU Tepe03UPOBKE PATITETPABUPOM HET.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoaMHAMHYECKHE CBOICTBA
@®apMakoTEpaneBTUYECKAsl TPYIIa: HNPOTUBOBUPYCHBIE IIpENaparbl CHUCTEMHOIO JEHCTBUS;

IIPOTUBOBUPYCHBIE IIpeNapaTsl NIPSIMOTo ACUCTBHSI; IpYrue NPOTUBOBUPYCHBIE MPENapaThl.
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Kox ATX: JOSAX08

Mexanusm neiicTBus

PanrerpaBup HHruOHpyer KaTalIUTHYeCKyl0 akTUBHOCT, BWY wunHTerpassl — ¢depmenra,
ydacTByloniero B peruinkanuu Bupyca BHUY. WurubupoBaHue HMHTErpasbl MNpeOTBpaIIaeT
KOBaJIEHTHOE BBe/leHUE (MHTerpanuio) reioMma BUY B reHOM KII€TKH X031MHA Ha PaHHUX CTaJAHsX
pasButus wuHpekuu. He Brmouennsie B JIHK denoBeka renomber BUU He crocoOHBI
UHAYUUPOBATh MPOAYKLUHIO HOBBIX BHUPYCHBIX 4YacTHIl, [O3TOMY IIOJaBIIEHUE IIpoliecca
UHTETpallMi  MPEAOTBpAIllaeT pPaclpoCTpaHEHHE BHUPYCHOM HMHGPEKUMH B  OpraHU3ME.
Wurubupyromasi crmocoOHOCTh panTerpaBupa B OTHomieHUH (ocdoTpaHcdepas dYenoBeKa,
Bkitouast JIHK-monmmmepassl a, B 1 v, BBIpakeHa HE3HAYUTEIBHO.

[Ipn mma3smenHo# koHueHTpanuu 3120 HMONB/T panTerpaBup oOECIeYUBa I0JABJICHUE
perunkaiu Bupyca Ha 95 % (95 % wunrubOupyromas koueHtpanusi, MKos) B KIETOYHBIX
KyJIbTypax 4eloBeYeCKHX T-TUMQOUUTOB, WHPHUIMPOBAHHBIX aJaNTHPOBAHHBIM K KYJIbTYpaM
kierok Bapuantom HIIIIB BUY-1, mo cpaBHEHHIO ¢ KOHTPOJBHOW BHUPYC-WHOHUIIMPOBAHHON
KynbTypor kietok. MKgs gocturanach B KOHIEHTpauusx OoT 6 mo 50 HMONB/I B KyJbTypax
YEeNOBEUYeCKHMX  MHTOr€H-aKTUBHPOBAHHBIX  MOHOHYKJEapoB  mepudepuyueckoil  KpoBw,
WHQHUIMPOBAHHBIX PA3UYHBIMUA TEPBHYHBIMU KIMHHYECKUMH ImTammamu BUY-1, Bkimogas
mramMMbl 5 He-B moarumnoB BUY-1, a Takke mtaMMbl, pe3UCTEHTHBIC K MHTHOUTOpaM 0O0paTHON
TpaHCKpUNTa3bl M HHruouropam mnporeazsl BUY. Ilpu ananmuze omgHoro uukia uHGEKUUU
panTerpaBup NoJaBIsil MHGHUIMPOBaHUE, BbI3BaHHOE 23 mTamMmamu BUY, npencraBnsommmu
5 He-B noaTunos u 5 nMpKyIupyOMUX peKoMOUHaHTHBIX (hopM, ¢ MKso mpu KOHIIEHTpanuu ot
5 1o 12 umonw/n. PanrerpaBup Takke NOAABIsT peruMkanuio mramMmoB BUY-2  npu
TecTupoBaHuu Ha kietkax TMHuU CEMx174 (MKgs = 6 HMmounb/n). IIpu ogHOBpeMEHHOM BBEIEHUN
B KyJbTypy uenoBedeckux T-mum@orutoB, uHuuupoanHbelx BapuantoM HOIIIIB Bupyca
BUY-1, panterpaBupa M HYKJICO3MJIHBIX MHTHOUTOPOB OOpaTHON TPAaHCKPHITA3bl (3UIOBYIHH,
3aJIBIIUTA0NH, CTaByJIuH, abakaBUp, TEHOPOBUP, TUAAHO3UH U JIAMHBYIWH), HEHYKJICO3UTHBIX
MHTMOUTOPOB 00paTHON TpaHCKpUINTa3bl (3(aBUPEH3, HEBUPANUH U JAETaBUP/NH), UHTHOUTOPOB
npotea3sl BUY (nHauHaBUp, CAKBUHABHD, PUTOHABUD, aMIIPEHABUD, JIOMIMHABUD, HelDUHABUD U
aTa3aHaBUp) WM HMHruOuTopa ciuusHUS (SHQYBUPTHI) HaOIIONANAacCh AHTHPETPOBHPYCHAS
AKTUBHOCTH OT QIIUTUBHON IO CHHEPTUYHOIA.

Pe3ncTeHTHOCTE K IIpernapary

Myrtamuu uHTerpassi BUU-1, cnocoOcTByronMe MOSBICHUIO PE3UCTEHTHBIX K palTerpaBUPY

IITAMMOB BHpYca (pa3BUBAIHMCH WM IN VItr0O, Wiy y NalMeHToB, MIPUHIUMABIINX PaNTETPaBHp), B
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OCHOBHOM BKJIFOYAIOT 3aMeHbl B TojioxkeHusx 143 (Y143 zamena va C, H win R), 148 (Q148
3amena Ha H, K wim R) wimm 155 (N155 3amena na H), B coueranuu ¢ oxHOW wim Oosee
JIOTTOJIHUTEIBHBIME MyTalusiMu (Hanpumep, L74M, E92Q, T97A, E138A/K, G140A/S, V15II,
G163R, S230R).

PexomOuHaHTHBIE BHPYCHl ¢ oxHOW mepBuuHOM Mmyranmeil (Q148H, K mmm R mmm N155H)
OTJINYAIIUCh CHUIKCHHON CIOCOOHOCTBIO K PEIIMKAIMKA U CHUKEHHOW YYBCTBHTEIBHOCTHIO K
panTerpaBupy in Vitro. Bropuyneie MyTanuu BUpyca eiie 00JIbIlle CHIKAIN IyBCTBHTEIBHOCTD K
paJiTerpaBupy, HHOTa KOMIICHCUPYS CHIYKCHHYIO CIIOCOOHOCTh BUpPYCa K PEIUTHKAIUH.
Myrtanuu, acCONMUPOBAHHBIE C PA3BUTHEM PE3UCTEHTHOCTH K PalNTerpaBUpPYy, TaKKE MOTYT
MPUBOUTH K (DOPMHUPOBAHHIO YCTOHYMBOCTH K IPYTOMY HHTHOUTOPY TIEPEHOCA [N HHTErPa3oi
anBurerpaBupy. [Ipu 3ameHe B nosoxxeHnu 143 4yBCTBUTEIBHOCTh K PAJITETPABUPY CHIKACTCS B
OoJbIIel CTENeHH, YeM YyBCTBUTEIBHOCTh K JJBUTETpaBUpY, TOrjaa kak MmyTamuu B E92Q —
OOJIBIIYIO PE3WCTEHTHOCTh K JJIBUTETPABUPY, YeM K paliTerpaBupy. ¥ BHUPYCOB C MyTaluei B
nosiokeHnu 148 B codeTaHuu ¢ 0JIHOU 1 00Jiee JOTIOTHUTEIHPHBIMUA MY TAIIUSIMH, BBI3BIBAIOITUMHI
PE3UCTEHTHOCTh K paITErpaBUpy, TaKXKe MOXKET HaOIAaThCs KIMHUYECKH 3HaYMMast
PE3UCTEHTHOCTb K JIOJYTETPABHUPY.

Bumsanaue Ha 3JICKTDOd)I/I3I/IOJIOFI/I‘-ICCKVIO AKTUBHOCTH cépanna ~ WiIHr Ha I10Ka3aTcjin

SJICKTPOKApAHUOTPpaMMbI

B nanie60-KOHTpOIMpyeMOM KIMHUYECKOM UCCIIEIOBAaHUH C Y4aCTHUEM 3/10POBBIX 100pOBOJIBIIEB
onHOKpaTHbIi mpueM 1600 Mr panTerpaBupa He OKas3blBal KaKOro-IuOO BIHAHUA Ha
POIOJKUTEIBHOCT HHTepBasia QTC HECMOTPs Ha TO, YTO MakCHManbHas KOHIEHTPAIHS (Cmax)
panTerpaBupa B IUla3Me€ KpoBU Oblia B 4 pa3a OoJibllie, YeM MPU OJHOKPATHOM TIpHEME

panterpaBupa B qo3e 400 mr.

5.2. ®apmakoKMHeTHYECKHE CBOIiCTBA

AbGcopbuus

PanTerpaBup ObICTpO BcachlBaeTCsl Mocie IpueMa mpernapara HaTouak, Cmax B IJa3Me KpPOBU
orpezensieTcsl mpuMepHo yepe3 3 4aca. [1nomans mona KpuBoid «koHIeHTpamms — Bpemsi» (AUC)
U 3HaueHNnEe Cmax pasiTerpaBUpa yBEIMUYUBAIOTCS MPONOPLUOHAIBHO JO3€ B AMAINA30HE 103 OT
100 mr mo 1600 mr. 3HaueHHUs] KOHIIEHTPAIMK paJITerpaBupa B IIa3Me KpoBH depe3 12 4 mocie
npuema (Ci2q) BO3pacTaroT MPOIMOPIHOHAIBHO J03¢ B auama3oHe 103 ot 100 mr go 800 mr u
BO3pacTaloT B HECKOJIbKO MEHBIIEH CTeNeHN B quana3one 103 oT 100 mr go 1600 mr. [Ipu pexxnme

mpucmMma Iperapara Ba pa3a B CYTKU PaBHOBCCHOC COCTOAHUC NOCTUTACTCA 6BICTpO, IMPUMCPHO B
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teyenne 2 mHeil mocie Havana sedeHus. 3HaueHuss AUC U Cmax CBUICTEIBCTBYIOT B IOJIB3Y
OTCYTCTBUS WJIM MHUHUMAIBHON KyMylsinuu Tmpemnapata, 3HadeHne Ci — B TOIB3Y
HE3HAYUTENbHOU KyMyJisiliuu nipenapara. B pexume monorepanuu no 400 Mr aBa pa3a B CyTKH
3HaYEHHE CPETHEro reOMETPUYECKOro IS IUIOLIAJN MOJ KPUBON «KOHIIEHTpAIUs — BpeMs» B
untepBaiie ot 0 10 12 g (AUCo.124) coctaisuio 14,3 MkMouib/i1 X 4, 3HadeHue Cioq — 14 HMOJIB/I.
AOcomoTHas OMOIOCTYITHOCTh palTerpaBupa HE yCTaHOBJICHA. PanTerpaBup MOKHO IPUHUMATH
BHE 3aBHCHMOCTH OT peXHMa IpuemMa MuIy.

Pacopenenenue

[TpumepHo 83 % panTerpaBupa CBSI3bIBA€TCS C OE€IKaMU IJIa3Mbl B JUANa30HE KOHLIEHTPALUMi OT
2 1o 10 MKMOJB/1I.

PanrerpaBup jerko npeojosneBal IUIalleHTapHbIN 6apbep B SKCIIEPUMEHTAIBHBIX UCCIIEIOBAHUIX
Ha KpbIcaxX, HO HEe IPOHUKAJ Yyepe3 remMaTosHIedaIndeckuii 6apbep B 3aMETHON CTETICHH.

B 1ByX KIMHHUYECKMX HCCIEIOBAHMIX C yYacTHEM MalMeHToB, MHuuupoBanHeix BUY-1,
KOTOpbIE MpUHUMAIU panrerpaBup B go3e 400 mMr nBa paza B CyTKH, pajITerpaBUp OBICTPO
ompezensycs B CHUHHOMO3IOBOM >KuAKocTh. B mepBom wuccrnenoBanuu (N=18) cpenuss
KOHIIEHTpAIUs pajiTerpaBupa B CIIMHHOMO3TOBOM KUIKOCTH cocTaBmia 5,8 % (B Auamnaszone ot 1
10 53,5 %) OT COOTBETCTBYIOIIECH KOHIIEHTpAIlMU B IJIa3Me KpPOBH. Bo BTOpoM mcciienoBaHuU
(n=16) cpenHsis KOHLEHTPALUS pajTerpaBipa B CIIMHHOMO3TOBOM KHUIKOCTH cocTtaBuia 3 % (B
nuana3zoHe ot 1 mo 61 %) oT cooTBeTcTBYIOLIEH KOHIIEHTpAlMU B I1a3Me KpPOBH. MennaHsbl
MOJYYEHHBIX 3HaYeHUN OBbLIM MPUOIU3UTENHHO B 3-6 pa3 HMXKE, YeM KOHIIEHTPALUU CBOOOTHON
(dpakuuu panterpaBupa B mjia3Me KpoBH.

EI/IOTDaHCd)ODMaIII/H[ U DJIMMUHAIINA

HccnenoBanus ¢ UCIOIb30BAaHUEM CEIEKTUBHBIX MHTHOUTOPOB M30popMbl pepmenta Y D-I'T,
NOJYy4YeHHOM myTeM »skcrpeccun kommiemeHTapHoi JIHK, mokaszamm, uyro wusodopma
YAD-I'TIA1 saBnsercs OCHOBHBIM (pepMEHTOM, y4YacTBYIOIIMM B OOpa3oBaHUU pPaJTErpaBUp-
[JIIOKYpOHHUIAa. OTH JaHHbIE IOKa3ald, YTO OCHOBHOW IyTh METa0OoJM3Ma pajiTerpaBupa y
YeJIOBEeKa TMPEACTABICH TMPOILIECCOM TIIIOKYPOHHpPOBaHUs, omnocpenoBanHoro YJID-I'T1ATL.
JUmnTensHOCTh KOHEYHOHM (ha3bl Meprojia MOJTYBBIBEICHHS paliTerpaBUpa COCTABISET OKOJIO 9
yacoB, Oonpmas yactk AUC cooTBeTcTByeT 0ojiee KOpOTKOW o-(haze KaKyIerocs rnepuoja
NOJTyBBIBEJIEHUSI paiTerpaBupa (coctaBiser mnpumepHo 1 wuac). Ilocme npuema BHYTpPb
PaIMOAKTUBHO MEUYEHOTO pajTerpaBupa nmpumMepHo 51 % OT MpUHATON 0361 BEIBOJAWIOCH Yepe3
kumeyHuk U 32 % — uepe3 mouku. B kame oOHapyXMBajCs TOJBKO pajTerpaBHp, KOTOPBIi,

BCPOATHO, O6pa30BLIBEL]'IC$I MyTeM THOPOJIN3a PAITCTPABUP-TIIOKYPOHHA, BBIACIUBIICTOCH C

22



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 01.11.2024 N= 24197
(NOCNEQCBATENEHOCTE 0002)

JKenubto. B Mode onpenensiiucy paaTerpaBup U pajlTerpaBUp-TIOKYPOHU B KoiudecTtse 9 % u
23 % OT NPUHATOW JO03BI COOTBETCTBEHHO. B TMIa3Me KpOBHM OCHOBHBIM ITUPKYIUPYIOITAM
paZMOaKTUBHBIM  KOMIIOHEHTOM Obl1  panrerpaBup (mpumepHo 70% ot  oOmei
pPaZ0aKTUBHOCTH), B TO BpeMsl KaK Ha pajTerpaBUpP-IIIIOKYPOHHI MPUXOAUI0Ch ToJbKo 30 %.
Hon

[Ton He OKa3pIBAaeT KIMHUYECKU 3HAYMMOTO BIIMSHUS Ha (PapMaKOKMHETUYECKHE MapameTphl
panrerpaBupa. Koppekius 10361 npenapara B 3aBUCUMOCTH OT I10J1a MalMeHTa He TpeOyeTcs.
Paca

PacoBo-sTHHYECKAsT TPUHAMAJICKHOCTh HE OKas3blBaJla KIMHUYECKH 3HAYUMOIrO BIUSHHUS Ha
(dhapmMakOKMHETHYECKHE TTapaMeTphl panTterpasupa. Koppekius 10361 He TpeOyeTcs.

ITarueHThI ¢ pa3auYHbIM MHASKCOM MACChI TelIa

Nunekc wMaccel Ttena (MMT) He oOkasblBal KIMHUYECKH 3HAYMMOIO BIMSIHUS —Ha
(apMaKOKMHETHUYECKUE IapaMeTphbl pajTerpaBupa y B3poOCibIX ManueHToB. Koppekuus 103bl
npenapara B 3aBucuMoctd oT UMT manumenTta He Tpedyercs.

[Manuents! ¢ noamuMopdusmom YID-T'T1A1

JlokazaTenbcTBa WM Kakue-Iu0o JTaHHBIE, CBUCTENBCTBYIOIINE, YTO HAIUYHE MOIUMOphU3Ma y
depmenta YID-ITIA1l wmoxer oka3plBaTh KJIMHMUYECKHM 3HAYMMOE  BIUSHHUE  Ha
(apMaKOKMHETHYECKHE NapaMeTpbl pajTerpaBupa, He ObuiM mnouydeHbl. [lo  JgaHHBIM
CPaBHUTEIBHOTO HCCIeIOBaHUA C ydacTueM 30 B3pOCIBIX 3I0POBBIX JTOOPOBOJIBIIEB C
TEHETUYECKN JIe€TEPMUHUPOBAHHON CHMKEHHOW akTHUBHOCTBIO YJID-I'TIA1 u 27 B3pocasix
3I0POBBIX JOOpPOBOIBIIEB C HeW3MeHEHHbIM reHoTurioM YJID-I'T1A1l oTHomieHHe cpemHux
reomerprueckux AUC panrerpaBupa coctaBmwio 1,41 (90 % noBepuTebHBIN HHTEPBAJ COCTABUIT
0,96; 2,09).

[IeuyeHOYHAs HEAOCTATOYHOCTh

PanrerpaBup  BBIBOAMTCS NPEUMYLIECTBEHHO IIYTEM [JIIOKYPOHUPOBAHUS B  IIEUCHH.
®dapMaKkOKMHETHKA TMpenapara Oblla HW3y4deHa Yy B3pPOCHBIX TAIMEHTOB C TEYECHOYHOU
HEJOCTATOYHOCTHIO  CpPEAHEH  CTemeHW THKECTH, a Takke B  KOMOMHUPOBAHHOM
dbapMakOKMHETHUECKOM aHanu3e. KIIMHUYecKHn 3HaYMMBIX OTKJIIOHEHHH (papMaKOKHMHETUYECKUX
[IapaMETPOB y B3POCIBIX IMALMEHTOB C IEYEHOYHOM HEIOCTAaTOYHOCTBIO CPENHEH CTENEHU
TSOKECTH TI0O CPaBHEHHUIO CO 3/I0POBBIMH JIOOPOBOJBIIAMUA HE BBISBICHO. TakuMm 00pa3om,
KOppEKIMA J03bl Mpernapara Npu MEYCHOYHOM HEAOCTATOYHOCTH JIETKOM M CpedHEH CTENEHU
TSOKECTH He Tpelyercs. BrusHHe TsOHKENON CTelmeHW TeUYeHOYHON HeJ0CTaTOYHOCTH Ha

(I)apMaKOKI/IHCTI/I‘-IeCKI/IC napaMeTphl paJITCTrpaBUpa HEC U3YUaJIOCh.
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IToyeyHas HETOCTATOYHOCTD

Ha noueunslii KIupeHC NPUXOIUTCS HE3HAUMTENbHAsl JOJS B BBIBEJCHUU pajTerpaBupa u3
opranu3ma. dapmakokuHeTHKa Ipenapara Oblla U3y4eHa y B3POCIBIX MALIMEHTOB C TSDKEIOU
CTEMNEHbIO MMOYEYHOU HEJOCTATOUYHOCTH, a TAKXKE B CIOXHOM (PApMaKOKMHETHYECKOM aHAJIHU3e.
KnuHuveckn 3HAYUMBIX OTKIOHCHHUU (apMAKOKWHETHYECKUX IMapaMeTpOB Y MAIMEHTOB C
TSDKEJION CTETICHBIO TIOYEYHON HEJTOCTATOYHOCTH IO CPABHEHUIO CO 370POBBIMHU JOOPOBOJIBIIAMU
HE BBISBJICHO. TakuM 00pa3oM, KOPPEKIMU J103bl Ipernapara MaiueHTaM ¢ TSKEION CTEHEHBIO
MOYEYHON HEeIOCTaTOYHOCTH He Tpebyercs. [lockonbKy 3 pekTUBHOCTD AMaTN3a paaTerpaBupa
HEW3BECTHA, IPUHUMATh MpernapaT HaKaHYHE CeaHca JUaln3a HE PEKOMEHIYETCS.

[lanmeHThl IOKWJIOT0 BO3pacTa

B wuccnenoBanmsx Ha mamueHtax oT 18 yeT u crapmie He ObUIO OOHApYKEHO 3HAYMMOU
3aBUCUMOCTH ()apMaKOKMHETHYCCKUX IapaMEeTpOB pajJTerpaBUpa OT BO3pacTa IaIMeHTOB,
MOATOMY KOPPEKIIUs 03B Ipenapara B 3aBUCUMOCTH OT BO3pacTa He TpedyeTcs.

eTh
J103b1 11 IOAPOCTKOB U AeTe cTapiie 6 jeT 1 nedeHus BUY-1 nndekun pekoMeH10BaHbl Ha
OCHOBaHUHU TOTO, YTO (DAPMAKOKHHETUUYECKHUE TapaMeTphl pajTerpaBUpa COIMOCTAaBUMBI C
TaKOBBIMH Y B3POCJIBIX MAIMEHTOB.

dapMaKOKMHETHKA paJITerpaBupa y AeTel Miajuie 2 JIeT He U3y4anach.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeuyeHb BCIOMOraTe/IbHbIX BellleCTB
[emmtono3a MukpokpucTayuimaeckas (tum 102)
JlakT03BI MOHOTHIpPAT

Kanbuus rugpodocdar

I'unpomennosa

[Tomokcamep 407

Hatpus creapundymapar

Marnus creapat

IInenounas obonouka

[TonMBUHUIOBBINA CIIUPT, YACTUYHO THIPOJIN30BAHHBIN
Turana quokcun (E171)

Makporox 4000 (mommayTrnenraukons 4000)

Tanbk
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Kpacurens xene3a oxcun kpacusiil (E172)
Kpacurens xene3a okcup xxentoiit (E172)

HJIM T'OTOBOEC IIJICHOYHOC IMMOKPBITUE HACHTUYHOI'O COCTaBa

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs)

2 roza.

6.4. OcoOble MepbI MPEI0CTOPOKHOCTH MPU XPAHEHUH

Xpanuts 1pu Temiepatrype He Bolie 25 °C. XpaHUTbh B OPUTHHAIBHOMN YIIaKOBKE (ITAUKe).

6.5. XapakTep u cojep:KaHHe MEPBUYHOI YIAKOBKH

ITo 10 TabneTok NOMeEIaT B KOHTYPHYIO SY€HKOBYIO ynakoBky u3 mienku OITA/AJI/IIBX nu
mienku [IBX/TIBAX/TIBX u ¢oyibru aaroMUHUEBOM IMEYATHOMN JIAKUPOBAHHOM.

[To 30, 60 TabneTok B OaHKY W3 MOJUATHIICHA BBHICOKOH IUIOTHOCTH, YKYIIOPEHHYIO KPBIIIKON
HAaBUHYMBAEMOM U3 MOJIUIIPOIIIIEHA C KOHTPOJIEM IIEPBOTO BCKPHITHS CO BCTABKOW U3 CHUIIMKAress
WM B OaHKy TMOJMMEPHYIO M3 MOJMATUIEHA HU3KOTO JaBJIEHMsS, YKYNOPEHHYIO KPBILIKOMI
HaBUHYMBAEMOH U3 MOJIMATHIIEHA HU3KOT'O IaBJIEHUS ¢ MEMOpPaHOM!, UM B OaHKY MOJIMMEPHYIO U3
MOJINATUJIEHA HU3KOTO JAaBJICHHs, YKYNOPEHHYIO KpBIIIKOM HABUHYMBAEMOHM W3 MOJMATHIICHA
HU3KOTO JaBJIEHHUS W CMECH M3 TMOJMATUJIEHA BBICOKOTO JABJICHMSI U MOJUAITHIIEHA HHU3KOTO
JTABJICHUSI C KOHTPOJIEM MIEPBOTO BCKPBITHS BMECTE C MAKETOM-OCYIIUTENIEM (CUIIMKATEIb).
Jlomyckaercss cBOOOAHOE TPOCTPAHCTBO B  OaHKE 3alONHATH BAaTOM  MEAMLIMHCKOU
TUTPOCKOITUYECKON.

Onny ©OaHky win 3, 6 KOHTYPHBIX SYEMKOBBIX YMAaKOBOK BMECTE€ C WHCTPYKLHEH 10

MCIUIUHCKOMY NMPUMCHCHUIO TIOMCIIAIOT B IMAYKY U3 KapTOHA.

6.6. Oco6ble Mepbl NPEIOCTOPOKHOCTH TNPH YHUYTOKEHHH MCIOJb30BAHHOIO
JIEKAPCTBEHHOr0  mpenapara MJH  OTXO0JA0B, MOJYYEHHBIX IOCJe MPUMEHEHHUs
JIEKAPCTBEHHOT0 Npenapara u Apyrue MaHUIYJISIHHN C MIPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.
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7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanys

000 «ITPOMOMEJ PYC»

Anpec: 129090, r. MockBa, ipocriekT Mupa, 1om 13, crpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

DnekTpoHHas moura: reception@promomed.pro

7.1. llpencraBuTeib AepKaTesisi PeruCTPAIMOHHOTO YA0CTOBEPEeHUSA
[IpereH3un MoTpeOUTENIeH HAMPABIATH 110 AJIPECY:

000 «IIPOMOMEJ PYC»

Anpec: Poccutickas @enepanus, 129090, r. Mocka, npocnekt Mupa, gom 13, ctpoenue 1,
odwuc 13
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyriiocyTo4HO)

Onekrponnas nmoura: hot_line@promomed.pro

8. HOMEP PEIT'UCTPAIMOHHOI'O YAOCTOBEPEHUA

9. JATA NMEPBHUYHOM PETMCTPAIIMA (IIOATBEPXKJIEHUSA PETMCTPAIIMMN,
INEPEPETUCTPALINN)

JlaTa nepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OOmast  xapaktepucTuka JjekapcTBeHHoro nmnpemapatra POJIHABUP  poctymHa Ha
UHPOPMALIMOHHOM TmopTrane EBpa3uiickoro 5»KOHOMHYECKOTO0 COK3a B HH(DOPMAIMOHHO-
KOMMYHHKaIIMOHHOM ceTn «HTepHe™ http://eec.eaeunion.org/.
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